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Amendment to the Claims: 

This listing of claims will replace all prior versions and listings of claims in the 
application. 
Listing of Claims: 

1 .-68. (Canceled) 

69. (Currently amended) A method of screening for a modulator of Smurf activity 
which comprises detecting modulation of Smurf activity in the presence of a test compound 
relative to Smurf activity in the absence of the test compound, wherein the Smurf activity 
detected is the activity of a Smurf comprising a WW domain and a HECT domain, wherein the 
Smurf has an amino acid s e qu e nc e similarity of gr e at e r than 90% with comprises the amino acid 
sequence depicted in SEQ ID NO:2, and wherein the Smurf activity is ubiquitination of a Smad 
polypeptide, ubiquitination of a TGF0 receptor or interaction of a Smurf WW domain with a 
PPXY domain of a Smad polypeptide. 

70. (Previously presented) The method according to claim 69, wherein the Smurf 
activity is ubiquitination of a Smad polypeptide in a host cell. 

71 . (Previously presented) The method according to claim 69, wherein the Smurf 
activity is interaction of a Smurf WW domain with a PPXY domain of a Smad polypeptide. 

72. (Previously presented) The method according to claim 71 , wherein the test 
compound is screened for the ability to inhibit the interaction. 

73. (Canceled) 

74. (Canceled) 

75. (Previously presented) The method according to claim 69, wherein the Smurf 
activity detected is the activity of a Smurf comprising the amino acid sequence depicted in SEQ 
ID NO:2. 

76. (Canceled) 

77. (Canceled) 

78. (Previously presented) A method of screening for a modulator of Smurf activity 
which comprises detecting modulation of Smurf activity in the presence of a test compound 
relative to Smurf activity in the absence of the test compound, wherein the Smurf activity 
detected is activity of a human Smurf comprising the amino acid sequence depicted in SEQ ID 
NO:4, and wherein the Smurf activity is ubiquitination of a Smad polypeptide in a host cell, 
interaction of a Smurf WW domain with a PPXY domain of a Smad polypeptide, or 
ubiquitination of a TGF0 receptor. 
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79. (Canceled) 

80. (Canceled) 

81 . (Previously presented) The method according to claim 78, wherein the Smurf 
activity is ubiquitination of a Smad polypeptide. 

82. (Previously presented) The method according to claim 78, wherein the Smurf 
activity is ubiquitination of a Smad polypeptide in a host cell. 

83. (Previously presented) The method according to claim 78, wherein the Smurf 
activity is interaction of a Smurf WW domain with a PPX Y domain of a Smad polypeptide. 

84. (Previously presented) The method according to claim 83, wherein the test 
compound is screened for the ability to inhibit the interaction. 

85. (Previously presented) The method according to claim 78, wherein the Smurf 
activity is ubiquitination of a TGF0 receptor. 

86. (Previously presented) The method according to claim 78, wherein the screening 
assay is conducted in vitro. 

87. (Previously presented) The method according to claim 78, wherein the screening 
assay is conducted in a host cell. 

88. (Previously presented) The method according to claim 69, wherein the Smurf 
activity is ubiquitination of a Smad polypeptide. 

89. (Previously presented) The method according to claim 69, wherein the Smurf 
activity is ubiquitination of a TGFP receptor. 

90. (Previously presented) The method according to claim 69, wherein the screening 
assay is conducted in vitro. 

91 . (Previously presented) The method according to claim 69, wherein the screening 
assay is conducted in a host cell. 

92-101 (Canceled) 

1 02. (Previously presented) The method according to claim 69, wherein the screening 
assay is conducted in vivo. 

103. (Previously presented) The method according to claim 78, wherein the screening 
assay is conducted in vivo. 

104. -106. (Canceled) 
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Interview Summary 

Applicants thank the Examiner for the courtesy of the telephonic interview, held on 
August 10, 2007 between the Examiner and Applicant's representative, Lawrence S. Graham 
(collectively, "the participants"). The participants discussed all pending claims, including which 
claims were presently deemed to be allowable, and the bases for rejection of the rejected claims. 
No agreement on patentability of the rejected claims was reached during the Interview. 
Applicants' representative agreed to file an Amendment and arguments based upon the 
discussions in the Interview. 
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